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SUPPLEMENTAL EXAMINER'S AMENDMENT 

1 . An examiner's amendment to the record appears below. Should the changes 
and/or additions be unacceptable to applicant, an amendment may be filed as provided 
by 37 CFR 1.312. To ensure consideration of such an amendment, it MUST be 
submitted no later than the payment of the issue fee. 

2. Amend the specification as follows: 

Amend the specification as specified in the attached Amendment, which was 
requested by the examiner on March 2, 2005, and submitted to the examiner by 
facsimile on April 11, 2005. 

3. It is noted that certain portions of the Amendment submitted April 1 1 , 2005 are 
not in the format specified in MPEP 1302.04 for facsimile attachments to an examiner's 
amendment (specifically, 3 paragraphs provided by applicant are in a "marked-up" 
format, rather than a "clean" format). Accordingly, in the event that the "marked-up" 
versions are unusable for printing purposes, "clean" versions of the paragraphs 
submitted by Applicant are set forth below: 
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On page 55, lines 15 to 26: 
-Many of the unexpected phenomena can indicate the limitation of previous 
understanding, and serve as a starting point for class definition. However, "outlying" 
hybridizations can also indicate quality problems. Overall, in each set (Figures 1-4) 
most of the separation between hybridizations is consistent with the expected TCC and 
normal urothelium separation. Even in hybridizations of lower quality, such as those of 
the second set, a clear separation between TCC and normal samples is observed. — 

On page 55, lines 29 to 39: 
-One of the TCC samples in the first set (TC6) is such an "outlyer" (Figure 1), as well 
as one of the normal samples in the second set, and another normal sample (TC35) in 
the third. (The "outlyers" do not appear to be misclassifications). For example, TC35 (a 
normal sample which is an "outlyer" in the third set) does not behave like a TCC 
sample. Rather those genes that are up-regulated in TCC samples are down-regulated 
in TC35).— 

On page 59, lines 1 to 13: 
--None of the "outlyers" was eliminated from subsequent analysis steps. Rather, they 
were included to facilitate the selection of a more robust marker set (Figures 1-4). Here, 
more complex relations are observed between global expression profiles. First, the two 
invasive hybridizations (TC34 and TC45), are distinct from other TCC samples (Figures 
1-6). Second, the relationship between global Ta and T1 profiles is not straightforward. 
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Most of the Ta samples form a unique cluster in the 3 rd set, while the T1 samples are 
more dispersed. — 
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4. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Diana B. Johannsen whose telephone number is 
571/272-0744. The examiner can normally be reached on Monday-Friday, 7:30 am- 
4:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, W. Gary Jones can be reached at 571/272-0745. The fax phone number for 
the organization where this application or proceeding is assigned is 703-872-9306. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-91 97 (toll-free). . n 
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Sir: 



AMENDMENT AFTER PAYMENT OF ISSUE FEE IN RESPONSE TO MARCH 2, 
2005 TELEPHONE REQUEST BY EXAMINER JOHftNNSBN 

This Amendment is submitted in response to a March 2, 2005 
telephone request from Examiner Johannsen, communicated to Daniel 
N. Smith of the undersigned's office during which Examiner 
Johannsen requested amendments to the specification of the above- 
identified application. Accordingly, applicants submit this 
Amendment in response to the Examiner's request. 

Amendments to the Specification begin on page 2 of this paper. 

Remarks /Arguments begin on page 32 of this paper. 
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Amendments to the Specification 

Please add the following section on page 8. line 5 of the 
specification immediately before the beginning of u DETAILED 
DESCRIPTION OF THE INVENTION" : 

— BRIEF DESCRIPTION OF THE FIGURES 

Figure 1 : This figure shows relationships between 
hybridizations' hierarchical clustering of Set #1 
hybridizations. Either the Pearson correlation coefficient 
or a standard Euclidean distance was used as the distance 
measure between differential hybridization vectors. 
Hybridizations were clustered according to these distances 
by average linkage hierarchical clustering. Missing values 
were deleted on a case-wise basis. Clusters of Missing 
values hybridizations can be identified and evaluated in 
light of existing knowledge. 

Figure 2 : This figure shows relationships between 
hybridisations ' hierarchical clustering of Set #2 
hybridizations. Either the Pearson correlation coefficient 
or a standard Euclidean distance was used es the distance 
measure between differential hybridization vectors. 
Hybridizations were clustered according to these distances 
by average linkage hierarchical clustering. Missing values 
were deleted on a case-wise basis. Clusters of Missing 
values hybridizations can be identified and evaluated in 
light of existing knowledge. 

Figure 3 : This figure shows relationships between 
hybridizations' hierarchical clustering of Set #3 
hybridizations . The figure is a tree diagram for 21 
variables with unweighted pair-group average. The Pearson 
correlation coefficient was used as the distance measure 
between differential hybridization vectors. Hybridizations 
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were clustered according to these distances by average 
linkage hierarchical clustering. Missing values were 
deleted on a case-wise basis. Clusters of Missing values 
hybridizations can be identified and evaluated in light of 
existing knowledge. 

Figure 4 : This figure shows relationships between 
hybridizations' hierarchical clustering of Set #3 
hybridizations. The figure is a tree diagram for 21 
variables with unweighted pair-group average. The standard 
Euclidean distance was used as the distance measure between 
differential hybridization vectors. Hybridizations were 
clustered according to these distances by average linkage 
hierarchical clustering. Missing values were deleted on a 
case-wise basis. Clusters of Missing values hybridizations 
can be identified and evaluated in light of existing 
knowledge . 

Figure 5 : This figure shows relationships between 
hybridizations' hierarchical clustering for all TCC sample 
hybridizations. The figure includes raw data with 
unweighted pair-group average. The Pearson correlation 
coefficient was used as the distance measure between 
differential hybridization vectors. Hybridizations were 
clustered according to these distances by average linkage 
hierarchical clustering- Missing values were deleted on a 
case-wise basis. Clusters of Missing values hybridizations 
can be identified and evaluated in light of existing 
knowledge . 

Fjcjure € : This figure shows relationships between 
hybridizations' hierarchical clustering for all TCC sample 
hybridizations. The figure includes raw data with 
unweighted pair-group average. The standard Euclidean 
distance was used as the distance measure between 
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differential hybridization vectors. Hybridizations were 
clustered according to these distances by average linkage 
hierarchical clustering. Missing values were deleted on a 
case-wise basis. Clusters of Missing values hybridizations 
can be identified and evaluated in light of existing 
knowledge. 

Please amend the paragraph on page 55, lines 15 to 26 of the 
specification as follows: 

-Many of the unexpected phenomena can indicate the 
limitation of previous understanding, and serve as a 
starting point for class definition. However, "outlying" 
hybridizations can also indicate Quality problems. Overall, 
in each set - (Table D3) ( Figures 1-4) most of the separation 
between hybridizations is consistent with the expected TCC 
and normal urothelium separation. Even in hybridizations of 
lower quality, such as those of the second set, a clear 
separation between TCC and normal samples is observed. -~ 

Please amend the paragraph beginning on page 55, lines 29 to 3 9 
of the specification as follows : 

— One of the TCC samples in the first set (TC6) is such an 
"outlyer" (Table P3 ) ( Figure 1) , as well as one of the 
normal samples in the second set, and another normal sample 
(TC3 5) in the third. (The "outlyers" do not appear to be 
reclassifications) . ' For example, TC3 5 (a normal sample 
which is an "outlyer" in the third set) doe3 not behave 
like a TCC sample. Rather those genes that are up-regulated 
in TCC samples are down-regulated in TC35) - — 

Please delete pages 56 to 58 of the specification. 
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Please amend the paragraph beginning on page 59, lines 1 to 13 of 
the specification as follows: 

— None of the "outlyers" was eliminated from subsequent 
analysis steps. Rather, they were included to facilitate 
the selection of a more robust marker set (Table — B3-)- 
( Figures 1-4) . Here, more complex relations are observed 
between global expression profiles. First, the two invasive 
hybridizations (TC34 and TC45) , are distinct from other TCC 
samples (Tables D3 — and — (Figures 1-6) . Second, the 
relationship between global Ta and Tl profiles is not 
straightforward. Most of the Ta samples form a unique 
cluster in the 3rd set, while the Tl samples are more 
dispersed. -- 

Please renumber pages 59 to 82 of the specification as pages 56 
to 79. 
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Please replace the existing Table E on pages S3 and 84 of the 
specification with the following new Table E expanded into 8 
pages to improve legibility: 
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Please renumber pages 89 to 104 of the specification as pages 106 
to 121. 
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REMARKS 



In a March 2, 2005 telephone conference between Examiner 
Johannsen and Daniel N. Smith of the undersigned's office, 
Examiner Johannsen requested certain amendments to the 
specification of the above-identified application. Specifically, 
Examiner Johannsen requested that pages 56 to 58 of the 
specification be submitted as figures and that the tables on 
pages S3 to 88 be replaced with more legible versions. 

In response, applicants attach hereto as Eadiibit A six (6) sheets 
of new Figures 1-6. 

Further, applicants have amended the specification to include a 
Brief Description of Figures section with a description of each 
of the figures; have deleted pages 56 to 58; and have amended 
pages 55 and 59 to refer to Figures 1-6. Applicants maintain that 
the above amendments do not create any issue of new matter and 
are supported, inter aJia / on pages 5 5 to 53 of the application 
as filed. 

Applicants have also amended the specification to include larger 
replacement tables for the tables on pages 83 to 88. Applicants 
maintain that these amendments also do not create any issue of 
new matter and are supported, inter alia, on pages 83 to 88 of 
the application as filed. 

In conclusion, based on the preceding amendments to specification 
requested by the Examiner and the remarkss, applicants 
respectfully request prompt issuance of the subject application 
for which the issue fee was paid on December 15, 2004. 

If a telephone interview would be of assistance in advancing 
issuance of the subject application, applicants ' undersigned 
attorney invites the Examiner to telephone him a- the number 
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provided below - 



No fee is deemed necessary in connection with the filing of this 
Amendment, However, if any other fee is required, authorization 
is hereby given to charge the amount of such fee to Deposit 
Account No. 03-3125. 



Respectfully submitted, 



John white 
Registration No, 28,678 
Attorney for Applicants 
Cooper & Dunham LLP 
1185 Avenue of the Americas 
New York, New York 10036 
(212) 278-0400 
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